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Subpart E Subpart E –– AdditionalAdditional
Requirements for Establishments Requirements for Establishments 

Described in 21 CFR 1271.10Described in 21 CFR 1271.10

• 1271.330  Applicability
• 1271.350  Reporting

[Effective May 25, 2005]



21 CFR 1271.330 21 CFR 1271.330 -- ApplicabilityApplicability

• Nonreproductive HCT/Ps, and
• Regulated solely under PHS Section 361

– Reproductive HCT/Ps (semen, oocyte, 
embryo) –reporting not required at this 
time



21 CFR 1271.350 21 CFR 1271.350 -- ReportingReporting

(a) Adverse reaction reports
(b) Reports of HCT/P deviations

– What, when, and how?



Adverse reaction reporting
(21 CFR 1271.350(a))



Adverse reaction means a noxious and 
unintended response to any HCT/P for which 
there is a reasonable possibility that the HCT/P 
caused the response.

[21 CFR 1271.3(y)]



Adverse Reaction ReportsAdverse Reaction Reports

You must investigate any adverse reaction 
involving a communicable disease related to 
an HCT/P that you made available for 
distribution.

[21 CFR 1271.350(a)(1)]



Adverse Reaction ReportsAdverse Reaction Reports

You must report to FDA an adverse reaction 
involving a communicable disease if it
• Is fatal
• Is life-threatening
• Results in permanent impairment of function or 

perm damage to body structure; or
• Necessitates medical or surgical intervention, 

including hospitalization



MMWR Reports of Tissue MMWR Reports of Tissue 
Related InfectionsRelated Infections

Various bacteria 
(pseudomonas, 
klebsiella)

Anterior Cruciate 
Ligament

2000

ClostridiumKnee allografts2001

Hepatitis CVein, tendons2002

Gram negative 
bacteria, Clostridium, 
polymicrobial

Musculoskeletal tissues2002

ClostridiumCorneal transplant2003

Group A 
Streptococcus

Anterior Cruciate 
Ligament

2003

Organism(s)Transplanted TissueYear



When must I report HCT/P When must I report HCT/P 
adverse reactions?adverse reactions?

• You must submit each report within 15 
calendar days of initial receipt of the 
information

• You must submit followup reports within 
15 calendar days of the receipt of new 
information



Who must report adverse 
reactions?

• “You” must report to FDA an adverse 
reaction involving a communicable disease 
related to an HCT/P that you made available 
for distribution if…

• Establishments that manufacture HCT/Ps
• Establishments that made HCT/Ps available 

for distribution



How do I report HCT/P adverse How do I report HCT/P adverse 
reactions?reactions?

• Use Form FDA 3500A (MedWatch)
• Obtained from CBER, or electronically from 

www.fda.gov/medwatch or www.hhs.gov/forms
• Submit 2 copies of each report to:

Center for Biologics Evaluation and Research
HFM-210
1401 Rockville Pike, Suite 200N
Rockville, MD 20852



Reporting 
Adverse 

Reactions 
with 

MedWatch 
Form: 

Form FDA 
3500A

(3500 for Voluntary)
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Reporting Adverse Reactions 
with MedWatch Form

Use Section D for Suspect Product(s) not Section E    
for Suspect Device



Reporting 
Adverse 

Reactions 
with

MedWatch
Form: 

Form FDA 
3500A
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MedWatch forms: http://www.fda.gov/medwatch/



Postmarketing reporting:  Postmarketing reporting:  
“361 HCT/Ps” vs. “Non“361 HCT/Ps” vs. “Non--361 HCT/Ps”361 HCT/Ps”

• 361 HCT/Ps
• 21 CFR 1271.350
• “adverse reactions”
• Threshold
• Reporting time 

frame
• Reporting method

• Non-361 HCT/Ps
• 21 CFR 600.80, 

803, or 314.80
• Definitions
• Threshold
• Reporting time 

frame
• Reporting method



HCT/P DEVIATION 
REPORTING

21 CFR 1271.350(b)



HCT/P Deviation ReportingHCT/P Deviation Reporting

• Required for 361 HCT/Ps as of 
May 25, 2005

• Biological Product Deviation reporting for 
351 HCT/Ps already required by 21 CFR 
600.14

• Nonreproductive HCT/Ps only



HCT/P Deviation means an event:
(21 CFR 1271.3(dd))

• That represents a deviation from applicable 
regulations in this part or from applicable 
standards or established specifications that 
relate to the prevention of communicable 
disease transmission or HCT/P contamination; 
or

• That is an unexpected or unforeseeable event 
that may related to the transmission or potential 
transmission of a communicable disease or may 
lead to HCT/P contamination



HCT/P Deviation Reporting
(21 CFR 1271.350(b))

All HCT/P deviations related to a distributed
HCT/P 
• Must be investigated by the manufacturer
• Must report any such HCT/P deviation

– That occurred in that facility or in a facility 
that performed a a manufacturing step for 
the facility under contract, agreement, or 
other arrangement

– Only those related to “Core CGTPs”



DistributionDistribution
21 CFR 1271.3(bb)21 CFR 1271.3(bb)

• Distribution means any conveyance or 
shipment of an HCT/P that has been 
determined to meet all release criteria.



Core CGTPsCore CGTPs
21 CFR 1271.150(b)21 CFR 1271.150(b)

• Requirements directly related to preventing the 
introduction, transmission, or spread of 
communicable diseases

• Other requirements support the core CGTPs



Core Core CGTPsCGTPs (10)(10)
21 CFR 1271.15021 CFR 1271.150

• Facilities
• Environmental control
• Equipment
• Supplies & reagents
• Recovery
• Processing and 

process controls

• Labeling controls
• Storage
• Receipt, pre-

distribution shipment, 
and distribution

• Donor eligibility 
determination (donor 
screening and donor 
testing)



When must I report HCT/P When must I report HCT/P 
deviations?deviations?

21 CFR 1271.350(b)(3)21 CFR 1271.350(b)(3)

You must report each such HCT/P deviation 
that relates to a core CGTP…within 45 
days of the discovery of the event.



Who must report HCT/P 
deviations?

• “You”
• Establishments that manufacture HCT/Ps
• If the HCT/P deviation occurred in your 

facility or in a facility that performed a mfr 
step for you under contract, agreement, or 
other arrangement



How do I Report HCT/P How do I Report HCT/P 
Deviations?Deviations?

Report on Form FDA 3486, electronically or by
mail to:

Director, Office of Compliance & Biologics Quality, 
CBER (HFM-600)
1401 Rockville Pike, Suite 200N
Rockville, MD 20852-1448

• http://www.fda.gov/cber/biodev/biodev.htm
• HCT/P Codes
• HCT/P deviations













What should I do if I have questions What should I do if I have questions 
about HCT/P deviation reporting?about HCT/P deviation reporting?

• Email account for questions about HCT/P 
deviations:  
HCTP_Deviations@cber.fda.gov

• Contact CBER’s Division of Inspections 
and Surveillance, Sharon O’Callaghan at 
(301) 827- 6620


